Journal Articles

Donald and Barbara Zucker School of Medicine
Academic Works

2014

Prevalence and correlates of antipsychotic
polypharmacy in children and adolescents
receiving antipsychotic treatment*
N. Toteja
Northwell Health

J. Gallego
Hofstra Northwell School of Medicine

E. Saito
Hofstra Northwell School of Medicine

T. Gerhard
A. Winterstein
See next page for additional authors

Follow this and additional works at: https://academicworks.medicine.hofstra.edu/articles
Part of the Medical Molecular Biology Commons, and the Psychiatry Commons
Recommended Citation
Toteja N, Gallego J, Saito E, Gerhard T, Winterstein A, Olfson M, Correll CU. Prevalence and correlates of antipsychotic
polypharmacy in children and adolescents receiving antipsychotic treatment*. . 2014 Jan 01; 17(7):Article 1124 [ p.]. Available from:
https://academicworks.medicine.hofstra.edu/articles/1124. Free full text article.

This Article is brought to you for free and open access by Donald and Barbara Zucker School of Medicine Academic Works. It has been accepted for
inclusion in Journal Articles by an authorized administrator of Donald and Barbara Zucker School of Medicine Academic Works.

Authors

N. Toteja, J. Gallego, E. Saito, T. Gerhard, A. Winterstein, M. Olfson, and C. U. Correll

This article is available at Donald and Barbara Zucker School of Medicine Academic Works:
https://academicworks.medicine.hofstra.edu/articles/1124

NIH Public Access
Author Manuscript
Int J Neuropsychopharmacol. Author manuscript; available in PMC 2014 July 01.

NIH-PA Author Manuscript

Published in final edited form as:
Int J Neuropsychopharmacol. 2014 July ; 17(7): 1095–1105. doi:10.1017/S1461145712001320.

Prevalence and correlates of antipsychotic polypharmacy in
children and adolescents receiving antipsychotic treatment*
Nitin Toteja1, Juan A. Gallego1,2, Ema Saito1, Tobias Gerhard3,4, Almut Winterstein5, Mark
Olfson6, and Christoph U. Correll1,2,7,8
1The

Zucker Hillside Hospital, Psychiatry Research, North Shore – Long Island Jewish Health
System, Glen Oaks, NY, USA

2The

Feinstein Institute for Medical Research, Manhasset, NY, USA

3Department

of Pharmacy Practice and Administration, Ernest Mario School of Pharmacy,
Rutgers University, Piscataway, NJ, USA

NIH-PA Author Manuscript

4Institute

for Health, Health Care Policy and Aging Research, Rutgers University, New Brunswick,

NJ, USA
5Department

of Pharmaceutical Outcomes and Policy and Department of Epidemiology,
University of Florida, Gainesville, FL, USA

6New

York State Psychiatric Institute/Department of Psychiatry, College of Physicians and
Surgeons of Columbia University, New York, New York, USA

7Hofstra
8Albert

North Shore – LIJ School of Medicine, Hempstead, NY, USA

Einstein College of Medicine, Bronx, NY, USA

Abstract
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Antipsychotic polypharmacy (APP), which is common in adults with psychotic disorders, is of
unproven efficacy and raises safety concerns. Although youth are increasingly prescribed
antipsychotics, little is known about APP in this population. We performed a systematic PubMed
search (last update 26 January 2013) of studies reporting the prevalence of APP in antipsychotictreated youth. Summary statistics and statistical tests were calculated at the study level and not
weighted by sample size. Fifteen studies (n=58 041, range 68–23 183) reported on APP in youth
[mean age=13.4±1.7 yr, 67.1±10.2% male, 77.9±27.4% treated with second-generation
antipsychotics (SGAs)]. Data collected in these studies covered 1993–2008. The most common
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diagnoses were attention-deficit hyperactivity disorder (ADHD; 39.9±23.5%) and conduct
disorder/oppositional defiant disorder (CD/ODD; 33.6±24.8). In studies including predominantly
children (mean age=<13 yr, N=5), the most common diagnosis were ADHD (50.6±25.4%) and
CD/ODD (39.5±27.5%); while in studies with predominantly adolescents (mean age =≥13 yr,
N=7) the most common diagnoses were schizophrenia-spectrum disorders (28.6±23.8%), anxiety
disorders (26.9±14.9%) and bipolar-spectrum disorders (26.6±7.0%), followed closely by
CD/ODD (25.8±17.7). The prevalence of APP among antipsychotic-treated youth was 9.6±7.2%
(5.9±4.5% in child studies, 12.0±7.9% in adolescent studies, p=0.15). Higher prevalence of APP
was correlated with a bipolar disorder or schizophrenia diagnosis (p=0.019) and APP involving
SGA+SGA combinations (p=0.0027). No correlation was found with APP definition [≥1 d (N=10)
vs. >30–≥90 d (N=5), p=0.88]. Despite lacking safety and efficacy data, APP in youth is not
uncommon, even in samples predominantly consisting of non-psychotic patients. The duration,
clinical motivations and effectiveness of this practice require further study.
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Introduction
Psychotropic medication polypharmacy is common in the treatment of psychiatric disorders
(Faries et al. 2005). Among different combinations, antipsychotic polypharmacy (APP) has
received the most attention. Especially controversial is the fact that a fairly large number of
patients with schizophrenia-spectrum disorders receive APP, despite lack of sound evidence
for its efficacy (Correll et al. 2009a; Goodwin et al. 2009) and concerns about increased
acute and long-term adverse effect burden and cost (Gallego et al. 2012a,b). In adult
psychiatric populations, 7–50% of antipsychotic-treated patients receive APP, with
variations in patient population characteristics, setting and APP definition (Faries et al.
2005; Ganguly et al. 2004; Kreyenbuhl et al. 2006). In a recent systematic review of APP
across 147 studies and 1 418 163 adults (82.9% with a diagnosis of schizophrenia), the
median prevalence across cultures and four decades was 19.6% (Gallego et al. 2012a).
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In adults, APP has been associated with several patient, illness treatment and environmental
factors (Correll & Gallego 2012). Potential reasons for APP include a diagnosis of
schizophrenia (Messer et al. 2006), greater illness severity, longer illness duration and
increased hospitalization rates and duration (Centorrino et al. 2004; Gilmer et al. 2007).
Potential consequences of APP include greater adverse effect burden (Gallego et al. 2012b;
Jerrell & McIntyre, 2008; McIntyre & Jerrell, 2008), higher total antipsychotic doses
(Bingefors et al. 2003; Elie et al. 2009; Hung & Cheung, 2008) and treatment cost (Rupnow
et al. 2007; Stahl & Grady, 2006). In adults, APP is used in an effort to enhance or
accelerate antipsychotic efficacy, treat symptoms other than psychosis (Pandurangi &
Dalkilic, 2008) or reduce the dose of the first antipsychotic without loss of overall efficacy
(Correll & Gallego, 2012). APP also commonly occurs during antipsychotic cross-titration
and after an aborted antipsychotic switch (Stahl & Grady, 2004).
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As in adults, there has been a substantial increase in the use of antipsychotics,
predominantly atypical or second-generation antipsychotics (SGAs) among children and
adolescents (Olfson et al. 2006, 2012). In this age group, antipsychotics are prescribed for a
variety of mental disorders, including psychotic, affective, impulse-control, externalizing
behavioural and tic disorders (Correll et al. 2011; Olfson et al. 2006, 2012). Although APP
may be lower in specific populations, such as patients with a first psychotic episode (CastroFornieles et al. 2008), APP rates have been rising in such populations as well (Nielsen et al.
2010a,b).
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Despite mounting evidence for the efficacy of antipsychotics in paediatric populations
(Fraguas et al. 2011; Zuddas et al. 2011), concerns exist over increasing antipsychotic use
by youth, including the fact that clinical indications for the prescription of antipsychotics are
not always clear. In particular, high prescription rates for aggressive spectrum disorders,
coupled with potential under-utilization of non-pharmacological treatments have called into
question the use of one, let alone, two concurrently prescribed antipsychotics (Crystal et al.
2009). Moreover, paediatric patients are generally more sensitive to medication adverse
effects (Correll, 2008). Even short-term exposure to single antipsychotic treatment can cause
dramatic weight gain and metabolic abnormalities (Correll et al. 2009b). Because increased
adverse effects have clearly been associated with APP in adults (Gallego et al. 2012b), there
is concern that APP may also increase the risk of adverse effects in the vulnerable paediatric
population.
Scant research has focused on prevalence and predictors of combined antipsychotic use in
children and adolescents. Therefore, we aimed to systematically review APP prevalence and
correlates in the paediatric psychiatric population.

Method
Data sources

NIH-PA Author Manuscript

An electronic search was carried out on 10 February 2012, updated on 3 July 2012 and 26
January 2013, in PubMed since inception of the data base without language restriction, using
the following search terms: (antipsychotic OR antipsychotics) AND (child OR children OR
childhood OR adolescent OR adolescents OR adolescence OR pediatric) AND (concomitant
OR polypharmacy OR co-prescription OR co-treatment OR combination). Reference lists
from retrieved articles were used to further identify additional studies and authors were
contacted to provide additional data as necessary.
Study selection
All studies that reported quantitative estimates of APP in antipsychotic-treated children or
adolescents were included in the review. We employed a broad working definition of APP
as the concurrent use of two or more antipsychotics as reported in each study. This included
either at least 1 d of antipsychotic overlap or a required minimal period of combined
antipsychotic treatment as per study definition. Whenever possible, studies that combined
adult and paediatric populations were included if they allowed separate extraction of data
regarding APP in children and adolescents. Similarly, studies that included patients without
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antipsychotic treatment in the denominator were included if APP prevalence among
antipsychotic-treated patients could be calculated.
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Data extraction
Data were extracted by two authors (N.T., J.A.G.) and checked by a third (C.U.C.) using the
following categories: author; year of publication of the study; country of origin and country
of data collection; number of patients included in the study; setting of the study (in-patient
vs. out-patient vs. mixed); location of the study (urban vs. rural); setting in which the study
was conducted (teaching hospital vs. other); time of data collection. Mean age of the sample
and racial information (% white) were also extracted. To further characterize APP, we
recorded the definition of polypharmacy from each study, reported APP proportions among
subjects receiving antipsychotics and the type of psychiatric co-medications and
antipsychotic class combinations [SGA+first-generation antipsychotic (FGA) or (SGA
+SGA)].
Statistical method
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All analyses were calculated at the study level and not weighted by sample size. Mean and
standard deviations for normally distributed data were calculated from the pooled data.
Mean age was extracted or calculated for each study and, when data were available (N=11),
studies were assigned to one of two groups based on the mean age of the entire study
sample, i.e. ≥13.0 (predominantly ‘adolescents’) or <13.0 (predominantly ‘children’). Age
groups were assigned in order to compare APP in predominantly pre-pubertal and
predominantly post-pubertal patients. To compare potential time trends, studies were
categorized by data collection period into studies conducted in the 1990s or 2000s. In three
studies where the data collection time spanned both decades, studies were assigned to one of
the two decades based on the median time of the data collection period. Pearson’s χ2 test
was used to compare categorical data and t test was used to compare continuous data
between the two groups. Correlates of APP were analysed with bivariate analyses, using
Pearson’s correlation coefficient. Data were analysed using JMP 5.0.1, 1989–2003, SAS
Institute Inc. and STATA version 11 (Stata Corp, USA); all tests were two-sided, and α was
set at 0.05.
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Results
Search
The literature search identified 1405 articles. Of these, 1358 non-relevant articles were
excluded based on the title and the abstract. Of 47 full text articles, 32 were excluded
because they either reported on the prevalence of APP in adults, the prevalence of non-APP
in children and adolescents or were review articles, yielding 15 studies for the final analyses.
Study characteristics
In the 15 studies (sample size range 68–21 183) APP was examined in a total of 58 041
patients (Table 1). Of the 11 studies with period data, two (18.2%) were conducted entirely
in the 1990s, six (54.6%) entirely in the 2000s and three studies (27.3%) included
assessments in both the 1990s and 2000s and were assigned to the study decade based on the
Int J Neuropsychopharmacol. Author manuscript; available in PMC 2014 July 01.

Toteja et al.

Page 5

NIH-PA Author Manuscript

median data collection period. There were five studies (n=21 581) conducted predominantly
in children, seven studies (n=746) conducted predominantly in adolescents and three studies
with mixed child and adolescent samples without providing a mean age (n=35 714). Most
studies were performed in urban settings (58.3%), at university/teaching hospitals (58.3%),
in out-patients and mixed settings (53.4%) and in the US (80.0%; Table 2).
Ten studies (75.0%) used the broadest definition of APP, requiring ≥1 d of antipsychotic cotreatments and five studies (25.0%) required antipsychotic co-treatment to last for >30 d
(Morrato et al. 2007), ≥60 d (Constantine et al. 2010; dosReis et al. 2011; Hong & Bishop,
2010) or ≥90 d (Kogut et al. 2005). Moreover, two studies restricted the definition of APP to
either a combination of risperidone with another antipsychotic (Simeon et al. 2002), or to a
combination of FGA+SGA (Wonodi et al. 2007).
Studies including samples with a mean age=<13.0 yr (‘child’ group) did not differ from
those with a mean age=≥13.0 (‘adolescent’ group) regarding any study characteristics
besides age, except that six of seven studies (85.7%) in the adolescent groups included only
in-patients compared to none in the child studies (p=0.0034; Table 2).

NIH-PA Author Manuscript

Subject characteristics
The mean patient age in the studies was 13.4±1.7 yr (N=12), 67.1±10.2% were male (N=13)
and 56.9±22.4% (N=10) were white. The mean patient age in studies assigned to the child
group was 11.6±0.9 yr (N=5) and 14.6±0.7 yr (N=7; p=0.0004) in the adolescent group. No
significant differences in sex and race were present between the predominantly child and
adolescent studies (Table 2).
The most commonly reported diagnoses were attention-deficit hyperactivity disorder
(ADHD; 39.1±26.2%), followed by conduct disorder (CD) or oppositional defiant disorder
(ODD; 31.5±22.3%). The most common diagnosis in the child studies was ADHD
(50.6±25.4%), followed by CD/ODD (39.5±27.5%); whereas the most common diagnoses
in the adolescent studies were schizophrenia-spectrum disorders (28.6±23.8), anxiety
disorders (26.9±14.9) and bipolar-spectrum disorders (26.6±17.2), followed closely by
CD/ODD (25.8±17.7; Table 2).
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Psychotropic medication prescribing patterns
Among the study samples, the most commonly prescribed antipsychotics were SGAs
(77.9±27.4%). The FGA proportion was 14.5±17.2% (N=7) in the entire sample and
3.6±2.9% (N=2) in the child group vs. 18.9±19.0% (N=5) in the adolescent group (p=0.33;
Table 3). While the prevalence of SGA prescribing did not differ in studies conducted in the
1990s (77.5±23.3%) or 2000s (76.8±36.3%, p=0.96), FGAs accounted for a smaller
percentage in the studies conducted in the 2000s than in the earlier period (5.4±5.2% vs.
37.2±15.3%, p=0.0060). The mean proportion of subjects receiving clozapine (0.6±0.8%)
and long-acting, injectable antipsychotics (0.1%) was very low (Table 3).
The mean reported prevalence of APP was 9.6±7.2%. This estimate was consistent (p=0.89)
across studies with a broad APP definition [i.e. ≥1 d of antipsychotic co-treatment (N=10):
9.8±7.8%] and those with a more conservative definition [i.e. requiring a minimum of 1–3
Int J Neuropsychopharmacol. Author manuscript; available in PMC 2014 July 01.
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months of combined antipsychotic use (N=5): (9.2±6.5%)]. The APP prevalence was
7.2±4.7% in studies conducted in the 1990s (N=5) and 9.8±7.8% in those conducted in the
2000s (N=9; p=0.51).
The most common antipsychotic class combination was FGA+SGA (70.9±44.1%) followed
by SGA+SGA (30.2±45.5%). FGA+FGA combinations were absent in the nine studies with
data. Across the two decades, the proportion of FGA+SGA combinations (100±0% vs.
53.0±54.5%, p=0.14) did not differ significantly.
Antidepressants (38.1±18.3%) and mood stabilizers (37.4±24.8%) were the most commonly
prescribed co-medications, followed by psychostimulants (31.5±26.0%), anxiolytics/
hypnotics (17.0±18.9%) and anticholinergics (13.8±9.5%) (Table 3).
Psychotropic medication prescribing characteristics by predominant age group (children
vs. adolescents)
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The mean APP prevalence was numerically lower in children (5.9±4.5%) than in
adolescents (12.0±7.9%, p=0.15; Table 3). The mean APP prevalence for the predominantly
child sample was 6.1±4.6% (N=2) in the 1990s and 5.9±5.5% (N=3) in the 2000s (p=0.97).
By contrast, the mean APP prevalence in predominantly adolescent samples rose nonsignificantly from 7.9±5.6% (N=3) in the 1990s to 15.1±8.6% (N=4) in the 2000s (p=0.27).
Similarly, statistically non-significant differences were observed between predominantly
child and adolescent samples regarding antipsychotic class combinations. FGA+SGA
combinations were commonly prescribed in both child and adolescent samples (100% vs.
62.4±51.7%, p=0.27), whereas SGA+SGA combinations were not described in child, but
only in adolescent samples (0.0±0.0% vs. 37.6±51.7%, p=0.27; Table 3).
In the child samples, stimulants were most commonly co-prescribed with antipsychotics
(51.9±25%), significantly more than in adolescent samples (14.6±9.1%, p=0.0076),
followed by antidepressants (47.8±22.0%). By contrast, in the adolescent samples, mood
stabilizers were the most frequent co-medication class (40.8±21.7%), also followed by
antidepressants (32.6±14.7%; Table 3).
Correlates of APP
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Bivariate ecological comparisons at the study level revealed a significant positive correlation
between increasing APP prevalence and larger proportions of subjects with a diagnosis of
bipolar- or schizophrenia-spectrum disorders (r2=0.08, p=0.019), co-treatment with
anxiolytics/hypnotics (r2=0.08, p=0.869), as well as SGA+SGA combinations (r2=0.746,
p=0.0027). Correspondingly, FGA+SGA combinations showed a significant negative
correlation with APP prevalence (r2=0.738, p=0.0030). No other variables were significantly
correlated with APP (Table 4).

Discussion
In this systematic review of APP patterns in youth, the average APP prevalence in child and
adolescent studies was 9.6±7.2%. The prevalence among child studies (5.9±4.5%) was

Int J Neuropsychopharmacol. Author manuscript; available in PMC 2014 July 01.
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numerically lower than among adolescent studies (12.0±7.9%), but the small number of
studies limited formal inferences. The average APP prevalence estimates in youth studies in
the 1990s (7.2%) and 2000s (9.8%) were lower than the respective estimates of 22.0 and
19.2% in these decades in a systematic review of APP prevalence in adults (Gallego et al.
2012a). This lower APP prevalence in youth is consistent with a much lower prevalence of
psychotic disorders in antipsychotic-treated paediatric studies (22.27%) compared to adult
studies (82.9%) and a significant positive correlation in the paediatric samples between APP
and a diagnosis of a bipolar- or schizophrenia-spectrum disorder. In a meta-regression of
147 studies and 1 418 163 adult patients, APP was also associated with a schizophrenia
diagnosis, in addition to in-patient status and FGA use (R2=0.44, p<0.0001; Gallego et al.
2012a). While the APP prevalence remained stable across the two decades of investigation
in the child studies (i.e. 6.1 and 5.9%), the APP prevalence in predominantly adolescent
studies almost doubled from 7.9% in the 1990s to 15.1% in the 2000s. This is a potentially
concerning trend that needs to be examined further, given that our findings were based on a
relatively small number of studies.
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In recent years, the perceived efficacy, safety, ease of use and tolerability of SGAs has led to
their increasing utilization in the treatment of non-psychotic symptoms and disorders in
children and adolescents (Olfson et al. 2006, 2012). In recent years, five SGAs (aripiprazole,
olanzapine, paliperidone, quetiapine, risperidone) have received FDA approval for use in
children and adolescents with schizophrenia, four have been approved for paediatric bipolar
mania and two for use in autistic youth with significant irritability (Correll et al. 2011). In
the studies reporting on APP, most patients were prescribed SGAs (77.9%). Prescription
rates for FGAs were far lower (14.5%) in the overall sample, in predominantly adolescent
samples (18.9%) and, particularly, in predominantly child samples (3.6%). However, FGAs
were prescribed significantly more commonly in the one study reporting on antipsychotic
class prescribing in the 1990s (37.2%) than in studies conducted in the 2000s (5.4%). This
strong shift to SGAs in youth in the 2000s is in contrast to FGA prescription rates reported
in adults in the 1990s (53.0%) and 2000s (40.5%; Gallego et al. 2012a). Similar results were
found in a recent study from the US, which analysed out-patient visits to physicians in
office-based practices from the 1993–2009 National Ambulatory Medical Care Surveys
(N=484 889). In this study, FGAs also represented a greater proportion of adult (11.9%) than
adolescent (1.8%) or child (1.3%) antipsychotic medications (Olfson et al. 2012). Thus, in
youth, clinicians use FGAs much more sparingly, which is likely related to the high risk for
acute extra pyramidal side-effects (EPS; Correll, 2008) and the significantly lower long-term
risk of SGAs for tardive dyskinesia in adults (Correll et al. 2004) and youth (Correll et al.
2007).
Similar to adult studies (Kreyenbuhl et al. 2007; McCue et al. 2003), we found that the most
common antipsychotic class combination consisted of FGA+SGA (70.9%). Subgroup
analyses revealed that all three child studies with data on antipsychotic class combinations
reported only FGA+SGA combinations. This combination was also more commonly
prescribed in adolescent studies (62.4%), but 37.6% of combinations included SGAs only.
This overall finding is in contrast to a previous study, in which 89% of the days of APP in
the 6–12 yr age group and 73% of the days of APP in adolescents involved combinations of
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SGAs (Constantine et al. 2010). However, this study reported data from 2002 to 2007, when
SGAs were generally more widely prescribed.
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Although APP consisted mostly of SGA+FGA combinations, higher use of SGA+SGA and
lower proportions of FGA+SGA combinations were associated with increased overall APP
prevalence. This is consistent with the aforementioned lower EPS rates with SGAs than
FGAs, which are therefore more readily combined, especially in children and adolescents
who are particularly sensitive to EPS (Correll, 2008). Nevertheless, the extent of FGA+SGA
combinations as well as the lack of difference between APP prevalence in studies using a
broad definition of APP (i.e. at least 1 d of antipsychotic co-treatment) compared to studies
that required at least 30, 60 or 90 d of combined antipsychotic use suggests substantial
proportions of deliberate antipsychotic co-treatment, rather than overlapping antipsychotic
use during switching. In adult studies, however, definitions of APP requiring longer periods
of antipsychotic co-prescribing were associated with lower APP prevalence (Gallego et al.
2012a). Future studies should report on APP using varying thresholds of required APP
duration to determine the true prevalence of long-term APP.
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Although a strong association between schizophrenia and APP has been demonstrated in
adults (Biancosino et al. 2006; Castberg & Spigset 2008; Fourrier et al. 2000; Morrato et al.
2007) and in two paediatric studies (Constantine et al. 2010; dosReis et al. 2011),
schizophrenia-spectrum disorders were not correlated with APP in the overall reviewed
database. This may be a problem of sample size or related to the different indications of use
of APP in younger populations. One study of 16 969 foster youth with mean age of 12.8 yr
included in our review (dosReis et al. 2011) showed that youngsters were more likely to be
prescribed concomitant antipsychotics if they had a diagnosis of CD (odds ratio 1.43,
p<0.001). In our overall analyses, however, we did not find a significant correlation between
individual diagnoses and APP. Nevertheless, the high prescribing rates of antipsychotics for
youth with ODD and CD, or even ADHD (Olfson et al. 2012), are clearly of concern, as no
FDA approval exists and other, non-pharmacological treatments should be used first
(Scotto-Rosato et al. 2012). Combining bipolar-with schizophrenia-spectrum disorders
revealed a correlation with APP (p=0.019). Unlike adult studies (Correll & Gallego, 2012),
we found no significant correlation between APP and male sex, use of clozapine or longacting injectables, prescription of any other co-medications, including anticholinergics or
lower antidepressant rates in the paediatric samples included in this review. However, there
was a significant correlation between greater use of anxiolytics/hypnotics and APP in youth
(p=0.0067). To date, it is unclear what this correlation is due to, but it is possible that
benzodiazepines as well as a second antipsychotic are used in an attempt at targeting
agitation and aggression in seriously ill youth.
The results of this study have to be interpreted within its limitations. First, the number of
studies reporting on APP in youth was limited and study sizes and clinical settings varied
widely. Second, APP definitions varied between studies. Two studies limited the APP
definition to specific agents (risperidone+AP and FGA+SGA, respectively), likely resulting
in an underestimation of the true APP prevalence. In addition, the broad definition of APP in
10 of the 15 studies that included at least APP day does not permit distinguishing short-term
overlap of antipsychotic treatment during cross-titration from intended longer-term APP.
Int J Neuropsychopharmacol. Author manuscript; available in PMC 2014 July 01.
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However, APP consisted predominantly of FGA+SGA combinations. Since FGA
monotherapy has become rather uncommon in youth, the FGA-SGA combination is most
likely part of longer-term APP. The fact that the proportion of FGA-SGA combination did
not differ between the 1990s, where switching from FGAs to SGAs would have been more
common, strengthens the argument that FGA+SGA combinations may in fact be part of
intended longer-term APP use. Third, we did not have data on prior treatment attempts and
failures or other data that could have provided clues to the reasons for, and the risks and
benefits of, the implemented APP. In this context, the limited data did not allow us to
confirm clozapine that was prescribed to only 0.6% of youth across five studies with data
was underutilized in patients with schizophrenia-spectrum disorders. Similarly, we could not
assess if APP was used instead of more appropriate and evidence-based use clozapine in
youth with refractory schizophrenia (Schimmelmann et al. 2013), as has been suggested in
adults (Nielsen et al. 2010a,b). Fourth, as with any review and pooled analysis, combining
data from studies that were conducted using different methodologies, at different timepoints, in different countries and patient populations makes a direct comparison of studies
difficult. Finally, all comparisons were ecological on the level of study data and did not
allow inferences on the level of individual patients. Nevertheless, to our knowledge, this is
the first review that focuses on the prevalence and correlates of APP in children and
adolescents and our analyses provide initial data that should be followed up further.
In summary, this review suggests that APP is not uncommon in children and adolescents.
The average APP prevalence from 15 studies suggests that about one in 10–11 youth who
receive an antipsychotic medication receive APP. This proportion was observed in studies
using broad and more restricted definitions of APP. In adolescent samples studied in the
2000s, the mean prevalence was even higher, implicating one in eight youth. This practice is
of concern, as its benefits are unclear and its long-term safety is not well established. Further
research is needed to better understand the reasons for and correlates of short-term and
sustained APP in youth and to identify its potential risk and benefits in the vulnerable
paediatric population, especially for young people with non-psychotic disorders.

Acknowledgments
Supported in parts by The Zucker Hillside Hospital National Institute of Mental Health (NIMH) Advanced Center
for Intervention and Services Research for the Study of Schizophrenia MH 074543-01.

NIH-PA Author Manuscript

References
Biancosino B, Barbui C, Marmai L, Dona S, et al. Determinants of antipsychotic polypharmacy in
psychiatric inpatients: a prospective study. International Clinical Psychopharmacology. 2006;
20:305–309. [PubMed: 16192838]
Bingefors K, Isacson D, Lindstrom E. Dosage patterns of antipsychotic drugs for the treatment of
schizophrenia in Swedish ambulatory clinical practice–a highly individualized therapy. Nordic
Journal of Psychiatry. 2003; 57:263–269. [PubMed: 12888400]
Castberg I, Spigset O. Prescribing patterns and the use of therapeutic drug monitoring of psychotropic
medication in a psychiatric high-security unit. Therapeutic Drug Monitoring. 2008; 30:597–603.
[PubMed: 18708990]
Castro-Fornieles J, Parellada M, Soutullo CA, Baeza I, et al. Antipsychotic treatment in child and
adolescent first-episode psychosis: a longitudinal naturalistic approach. Journal of Child and
Adolescent Psychopharmacology. 2008; 18:327–336. [PubMed: 18759642]

Int J Neuropsychopharmacol. Author manuscript; available in PMC 2014 July 01.

Toteja et al.

Page 10

NIH-PA Author Manuscript
NIH-PA Author Manuscript
NIH-PA Author Manuscript

Centorrino F, Goren JL, Hennen J, Salvatore P, et al. Multiple vs. single antipsychotic agents for
hospitalized psychiatric patients: case-control study of risks vs. benefits. American Journal of
Psychiatry. 2004; 161:700–706. [PubMed: 15056517]
Connor DF, Fletcher KE, Wood JS. Neuroleptic-related dyskinesias in children and adolescents.
Journal of Clinical Psychiatry. 2001; 62:967–974. [PubMed: 11780878]
Constantine RJ, Boaz T, Tandon R. Antipsychotic polypharmacy in the treatment of children and
adolescents in the fee-for-service component of a large Medicaid program. Clinical Therapeutics.
2010; 32:949–959. [PubMed: 20685503]
Correll CU. Antipsychotic use in children and adolescents: minimising adverse effects to maximise
outcomes. Journal of American Academy of Child and Adolescent Psychiatry. 2008; 47:9–20.
Correll CU, Frederickson AM, Kane JM, Manu P. Does antipsychotic polypharmacy increase the risk
for metabolic syndrome? Schizophrenia Research. 2007; 89:91–100. [PubMed: 17070017]
Correll CU, Gallego JA. Correlates of antipsychotic polypharmacy. Psychiatric Clinics of North
America. 2012; 35:661–681. [PubMed: 22929872]
Correll CU, Kratochvil CJ, March J. Developments in pediatric psychopharmacology: focus on
stimulants, antidepressants and antipsychotics. Journal of Clinical Psychiatry. 2011; 72:655–670.
[PubMed: 21658348]
Correll CU, Leucht S, Kane JM. Lower risk for tardive dyskinesia associated with second-generation
antipsychotics-systematic review of 1-year studies. American Journal of Psychiatry. 2004;
161:414–425. [PubMed: 14992963]
Correll CU, Manu P, Olshanskiy V, Napolitano B, et al. Cardiometabolic risk of second-generation
antipsychotic medications during first-time use in children and adolescents. Journal of the
American Medical Association. 2009b; 302:1765–1773. [PubMed: 19861668]
Correll CU, Rummel-Kluge C, Corves C, Kane JM, et al. Antipsychotic combinations vs. monotherapy
in schizophrenia: a meta-analysis of randomized controlled trials. Schizophrenia Bulletin. 2009a;
35:443–457. [PubMed: 18417466]
Crystal S, Olfson M, Huang C, Pincus H, et al. Broadened use of atypical antipsychotics: safety,
effectiveness, and policy challenges. Health Affairs (Project Hope). 2009; 28:w770–w81.
[PubMed: 19622537]
Dean AJ, McDermott BM, Marshall RT. Psychotropic medication utilisation in a child and adolescent
mental health service. Journal of Child and Adolescent Psychopharmacology. 2006; 16:273–285.
[PubMed: 16768635]
dosReis S, Yesel Y, Rubin DM, Riddle MA, et al. Antipsychotic treatment among youth in foster care.
Pediatrics. 2011; 128:1459–1466.
Elie D, Poirier M, Chianetta J, Durand M, et al. Cognitive effects of antipsychotic dosage and
polypharmacy: a study with the BACS in patients with schizophrenia and schizoaffective disorder.
Journal of Psychopharmacology. 2009; 24:37–44.
Faries D, Ascher-Svanum H, Zhu B, Correll C, et al. Antipsychotic monotherapy and polypharmacy in
the naturalistic treatment of schizophrenia with atypical antipsychotics. BMC Psychiatry. 2005;
5:26. [PubMed: 15921508]
Fourrier A, Gasquet I, Allicar MP, Bouhassira M, et al. Patterns of neuroleptic drug prescription: a
national cross-sectional survey of a random sample of French psychiatrists. British Journal of
Clinical Pharmacology. 2000; 49:80–86. [PubMed: 10606841]
Fraguas D, Correll CU, Merchán-Naranjo J, Rapado-Castro M, et al. Efficacy and safety of secondgeneration antipsychotics in children and adolescents with psychotic and bipolar spectrum
disorders: comprehensive review of prospective head-to-head and placebo-controlled comparisons.
European Neuropsychopharmacology. 2011; 21:621–645. [PubMed: 20702068]
Gallego JA, Bonetti J, Zhang J, Kane JM, et al. Prevalence and correlates of antipsychotic
polypharmacy from the 1970s to 2009: A systematic review and meta regression. Schizophrenia
Research. 2012a; 138:18–28. [PubMed: 22534420]
Gallego JA, Nielsen J, DeHert M, Kane JM, et al. Safety and tolerability of antipsychotic
polypharmacy. Expert Review on Drug Safety. 2012b; 11:527–542.

Int J Neuropsychopharmacol. Author manuscript; available in PMC 2014 July 01.

Toteja et al.

Page 11

NIH-PA Author Manuscript
NIH-PA Author Manuscript
NIH-PA Author Manuscript

Ganguly R, Kotzan JA, Miller LS, Kennedy K, et al. Prevalence, trends, and factors associated with
antipsychotic polypharmacy among Medicaid-eligible schizophrenia patients, 1998–2000. Journal
of Clinical Psychiatry. 2004; 65:1377–1388. [PubMed: 15491242]
Gilmer TP, Dolder CR, Folsom DP, Mastin W, et al. Antipsychotic polypharmacy trends among
Medicaid beneficiaries with schizophrenia in San Diego County, 1999–2004. Psychiatric Services.
2007; 58:1007–1010. [PubMed: 17602020]
Goodwin G, Fleischhacker W, Arango C, Baumann P, et al. Advantages and disadvantages of
combination treatment with antipsychotics ECNP Consensus Meeting, March 2008, Nice.
European Neuropsychopharmacology. 2009; 19:520–532. [PubMed: 19411165]
Hong IS, Bishop JR. Anticholinergic use in children and adolescents after initiation of antipsychotic
therapy. Annals of Pharmacotherapy. 2010; 44:1171–1180. [PubMed: 20587746]
Hung GB, Cheung HK. Predictors of high-dose antipsychotic prescription in psychiatric patients in
Hong Kong. Hong Kong Medical Journal. 2008; 14:35–39. [PubMed: 18239241]
Jerrell JM, McIntyre RS. Adverse events in children and adolescents treated with antipsychotic
medications. Human Psychopharmacology. 2008; 23:283–290. [PubMed: 18302312]
Joukamaa M, Heliovaara M, Knekt P, Aromaa A, et al. Schizophrenia, neuroleptic medication and
mortality. British Journal of Psychiatry. 2006; 188:122–127. [PubMed: 16449697]
Kelly DL, Love RC, Mackowick M, McMahon RP, et al. Atypical antipsychotic use in a state hospital
inpatient adoescent population. Journal of Child and Adolescent Psychopharmacology. 2004;
14:75–85. [PubMed: 15142394]
Kogut SJ, Yam F, Dufresne R. Prescribing of antipsychotic medication in a medicaid population: use
of polytherapy and off-label dosages. Journal of Managed Care Pharmacy. 2005; 11:17–24.
[PubMed: 15667230]
Kreyenbuhl J, Marcus SC, West JC, et al. Adding or switching antipsychotic medications in treatment
of refractory schizophrenia. Psychiatric Services. 2007; 58:983–990. [PubMed: 17602016]
Kreyenbuhl J, Valenstein M, McCarthy JF, Ganoczy D, et al. Long-term combination antipsychotic
treatment in VA patients with schizophrenia. Schizophrenia Research. 2006; 84:90–99. [PubMed:
16631354]
Laita P, Cifuentes A, Doll A, Llorente C, et al. Antipsychotic-related abnormal involuntary movements
and metabolic and endocrine side effects in children and adolescents. Journal of Child and
Adolescent Psychopharmacology. 2007; 17:487–501. [PubMed: 17822343]
McCue RE, Waheed R, Urcuyo L. Polypharmacy in patients with schziphrenia. Journal of Clinical
Psychiatry. 2003; 64:984–989. [PubMed: 14628972]
McIntyre RS, Jerrell JM. Metabolic and cardiovascular adverse events associated with antipsychotic
treatment in children and adolescents. Archives of Pediatrics and Adolescent Medicine. 2008;
162:929–935. [PubMed: 18838645]
Messer T, Tiltscher C, Schmauss M. Polypharmacy in the treatment of schizophrenia. Fortschritte der
Neurologie – Psychiatrie. 2006; 74:377–391. [PubMed: 16804806]
Morrato EH, Dodd S, Oderda G, Haxby DG, et al. Prevalence, utilization patterns, and predictors of
antipsychotic polypharmacy: experience in a multistate Medicaid population, 1998–2003. Clinical
Therapeutics. 2007; 29:183–195. [PubMed: 17379060]
Nielsen J, Dahm M, Lublin H, Taylor D. Psychiatrists’ attitude towards and knowledge of clozapine
treatment. Journal of Psychopharmacology. 2010a; 24:965–971. [PubMed: 19164499]
Nielsen J, le Quach P, Emborg C, Foldager L, Correll CU. 10-year trends in the treatment and
outcomes of patients with first-episode schizophrenia. Acta Psychiatrica Scandinavica. 2010b;
122:356–366. [PubMed: 20528803]
Olfson M, Blanco C, Liu L, Moreno C, et al. National trends in the outpatiet treatment of children and
adolescents with antipsychotic drugs. Archives of General Psychiatry. 2006; 63:679–685.
[PubMed: 16754841]
Olfson M, Blanco C, Liu SM, Wang S, et al. National trends in the office-based treatment of children
and adolescents, and adults with antipsychotics. Archives of General Psychiatry. 2012; 69:1247–
1256. [PubMed: 22868273]
Pandurangi AK, Dalkilic A. Polypharmacy with second-generation antipsychotics: a review of
evidence. Journal of Psychiatric Practice. 2008; 14:45–367.
Int J Neuropsychopharmacol. Author manuscript; available in PMC 2014 July 01.

Toteja et al.

Page 12

NIH-PA Author Manuscript
NIH-PA Author Manuscript

Pappadopulus E, Jensen PS, Schur SB, MacIntyre JC II, et al. ‘Real World’ Atypical antipsychotic
prescribing practices in public child and adolescent inpatient settings. Schizophrenia Bulletin.
2002; 28:111–121. [PubMed: 12047010]
Patel NC, Hariparsad M, Matias-Akhtar M, Sorter MT, et al. Body mass indexes and lipid profiles in
hospitalised children and adolescents exposed to atypical antipsychotics. Journal of Child and
Adolescent Psychopharmacology. 2007; 17:303–311. [PubMed: 17630864]
Paton C, Lelliott P, Harrington M, Okocha C, et al. Patterns of antipsychotic and anticholinergic
prescribing for hospital inpatients. Journal of Psychopharmacology. 2003; 17:223–229. [PubMed:
12870571]
Rupnow MF, Greenspan A, Gharabawi GM, Kosik-Gonzalez C, et al. Incidence and costs of
polypharmacy: data from a randomized, double-blind, placebo-controlled study of risperidone and
quetiapine in patients with schizophrenia or schizoaffective disorder. Current Medical Research
and Opinion. 2007; 23:2815–2822. [PubMed: 17910802]
Schimmelmann BG, Schmidt SJ, Carbon M, Correll CU. Treatment of adolescents with early-onset
schizophrenia spectrum disorders: in search of a rational, evidence-informed approach. Current
Opinion Psychiatry. 2013; 26:219–230.
Scotto Rosato N, Correll CU, Pappadopulos E, Chait A, et al. Treatment of maladaptive aggression in
youth: CERT guidelines II. Treatments and ongoing management. Pediatrics. 2012; 129:e1577–
e1586. [PubMed: 22641763]
Simeon J, Milin R, Walker S. A retrospective chart review of risperidone use in treatment-resistant
children and adolescents with psychiatric disorders. Progress in Neuro-psychopharmacology and
Biological Psychiatry. 2002; 26:267–275. [PubMed: 11817503]
Stahl SM, Grady MM. A critical review of atypical antipsychotic utilization: comparing monotherapy
with polypharmacy and augmentation. Current Medicinal Chemistry. 2004; 11:313–327.
[PubMed: 14965234]
Stahl SM, Grady MM. High-cost use of second-generation antipsychotics under California’s Medicaid
program. Psychiatric Services. 2006; 57:127–129. [PubMed: 16399974]
Wonodi I, Reeves G, Carmichael D, Verovsky I, et al. Tardive Dyskinesia in children treated with
atypical antipsychotic medications. Movement Disorders. 2007; 22:1777–1782. [PubMed:
17580328]
Zuddas A, Zanni R, Usala T. Second generation antipsychotics (SGAs) for non-psychotic disorders in
children and adolescents: a review of the randomized controlled studies. European
Neuropsychopharmacology. 2011; 21:600–620. [PubMed: 21550212]

NIH-PA Author Manuscript
Int J Neuropsychopharmacol. Author manuscript; available in PMC 2014 July 01.

NIH-PA Author Manuscript
N

Age
(yr)

4140
118
248
106

Jerrell & McIntyre ’08
(US, 1996–2005)

Wonodi ’07 (US, NR)

Dean ’06 (Australia,
2002–2003)

Simeon ’02 (US,
1994–1999)

11

12

11.9

10.4

12.8

76.4

50

77.1

68.2

69.8

Male
(%)

68

Kelly ’04 (US,
1997–2000)

13.7

14.3

14.9

15.6

15.5

14

14.5

Int J Neuropsychopharmacol. Author manuscript; available in PMC 2014 July 01.

Total: N=15

58 041

554

11 977

Morrato ’07 (US,
1998–2003)

Kogut 2005 (US, NR)

23 183

Constantine ’10
(US, 2002–2007)

13.4±1.7

≤18

≤17

≤18

Studies with missing data for mean age

95

126

Laita ’07 (Spain, 2003–
2005)

Connor ’01 (US,
1993–1999)

110

Castro-Fornieles ’08
(Spain, NR)

100

95

Patel ’07 (US,
2004–2005)

Pappadopulus ’02
(US, NR)

152

Hong ’10 (US,
≥2005–2008)

67.1±10.2

–

–

68

82

69

76

61.9

67.3

57

49

Studies with a mean age ≥13 yr (Adolescent studies)

16969

dosReis ’11 (US, 2003)

Studies with a mean age ≤12 yr (Child studies)

Author, yr
(continent and
study period)

56.9±22.4

–

–

46

75.8

46

40.5

88.1

85.5

60

18

–

–

–

41.6

67.3

White
(%)

IP=5; M=
5; OP=3

–

–

OP

IP

IP

IP

IP

M

IP

OP

OP

M

M

M

M

Setting
IP, OP,
M

≥2 APs = 8; Ris
+AP=1; FGA
+SGA; ≥2 APs
>30 d=1

≥2 APs ≥90 d

≥2 APs ≥60 d

≥2 APs >60 d

≥2 APs

≥2 APs

≥2 APs

≥2 APs

≥2 APs

≥2 APs

≥2 APs >60 d

Ris+AP

≥2 APs

FGA+SGA

≥2 SGAs

≥2 APs >30 d

Definition
of APP

9.6±7.2

4.5

3.3

7.5

6.9

14

2.9

8.7

15.5

27

9

2.8

0.08

9.3

11

6.5

APP
(%)

NIH-PA Author Manuscript

Study design and patient population characteristics

22.2±20.1

–

–

7.4

28.4

11.3

16.1

39.6

77.3

14

13.2

3.8

2.8

19

36.4

19.9

SCZspectrum
(%)

31.5±22.3

–

–

16.6

–

–

13.2

18.2

–

46

–

18.8

14.5

–

71.7

53.1

ODD or
CD (%)

39.1±26.2

–

–

33.7

–

–

–

3.2

–

–

23

46.2

10.8

64

78.7

53.3

ADHD
(%)

18.3±10.8

–

–

4.8

–

24

25

–

11.8

26

17.1

3.7

–

–

–

33.8

Depression
(%)

19.2±11.3

–

–

6.6

–

10.3

–

–

–

39

31.5

7.5

23.3

–

–

12.9

Anxiety
(%)

NIH-PA Author Manuscript

Table 1

24.6±15.1

–

–

15.9

–

11.8

23.5

18.2

10.9

52

43.4

–

–

–

–

20.8

Bipolar
spectrum
(%)

Toteja et al.
Page 13

NIH-PA Author Manuscript
White
(%)

Setting
IP, OP,
M
≥2AP ≥60 d=3;
≥2 APs
≥90 d=1

Definition
of APP

APP
(%)

SCZspectrum
(%)
ODD or
CD (%)

ADHD
(%)

Depression
(%)

Anxiety
(%)

Bipolar
spectrum
(%)

IP, In-patient; OP, out-patient; M, mixed; APP, antipsychotic polypharmacy; SCZ, schizophrenia; ODD, oppositional defiant disorder; CD, conduct disorder; ADHD, attention deficit-hyperactive disorder;
NR, not reported; SGA, second-generation antipsychotic; FGA, first-generation antipsychotic; AP, antipsychotic; Ris, risperidone.

N

Male
(%)

NIH-PA Author Manuscript

Age
(yr)

NIH-PA Author Manuscript

Author, yr
(continent and
study period)

Toteja et al.
Page 14

Int J Neuropsychopharmacol. Author manuscript; available in PMC 2014 July 01.

Toteja et al.

Page 15

Table 2

NIH-PA Author Manuscript

Study and patient characteristics
a

Total sample
N=58 041

Predominantly
b
child studies
n = 21 581

Predominantly

5

7

c

adolescent studies
N=746

p value

Study characteristics
Number of studies

15

a

Study period (N,%)

0.92

Median <2000

5 (35.7%)

2 (40.0%)

3 (42.7%)

Median ≥2000

9 (64.3%)

3 (60.0%)

4 (57.1%)

Location (N,%)

0.49

Urban

7 (58.3%)

3 (60.0%)

4 (80.0%)

Mixed (urban and rural)

5 (41.7%)

2 (40.0%)

1 (20.0%)

University-teaching institutions

7 (58.3%)

2 (50.0%)

4 (80.0%)

Non-university/mixed institutions

5 (41.7%)

2 (50.0%)

1 (20.0%)

(13)

(5)

(7)

6 (46.2%)

0 (0%)

6 (85.7%)

7 (53.4%)

5 (100.0%)

1 (14.3%)

(15)

(5)

(7)

Institution type (N,%)

0.34

NIH-PA Author Manuscript

Setting (N,%)
In-patient
Out-patient and mixed

d

Country (N,%)
United States

12 (80.0%)

4 (80%)

5 (71.5%)

Europe

2 (13.3%)

0 (0%)

2 (28.6%)

Australia

1 (6.7%)

1 (20%)

0 (0%)

13.4±1.7 (12)

11.6±0.9 (5)

14.6±0.7 (7)

0.0034

0.24

Patient characteristics
Demographics
Age (mean, S.D.)

0.0004

White (N,%)

56.9±22.4 (10)

54.5±18.2 (2)

59.1±25.9 (7)

0.82

Male (N,%)

67.1±10.2 (13)

68.3±11.0 (5)

66.0±11.2 (7)

0.73

39.1±26.2 (8)

50.6±25.4 (5)

13.1±14.0 (2)

0.12

Diagnosis (N,%)
ADHD

NIH-PA Author Manuscript

CD or ODD

31.5±22.3 (8)

39.5±27.5 (4)

25.8±17.7 (3)

0.49

Bipolar spectrum disorders

24.6±15.1 (8)

20.8 (1)

26.6±17.2 (6)

0.77

SCZ-spectrum disorders

22.2±20.1 (13)

16.4±13.8 (5)

28.6±23.8 (7)

0.33

Anxiety disorders/depressive disorders

18.7±12.7 (7)

14.6±8.0 (3)

26.9±14.9 (3)

0.27

Pervasive developmental disorders

18.3±10.8 8)

18.8±21.3 (2)

20.8±6.15)

0.83

14.2±10.2 (7)

16.7±10.4 (3)

12.3±11.2 (4)

0.62

ADHD, Attention deficit-hyperactivity disorder; CD, conduct disorder; ODD, oppositional defiant disorder; SCZ, schizophrenia.
Values shown in bold indicate significant p values.
a

Not all studies contributed data to all categories and the total number of studies is larger than the sum of child and adolescent studies, as data for
mean age were not available in two studies.

b

Studies in which the mean participant age was <13.0 yr.

c

Studies in which the mean participant age was ≥13.0 yr.
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d

Four studies contained mixed samples, predominantly consisting of out-patients, and 3 studies contained exclusively outpatients; Number of
studies contributing data is shown in parentheses.
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Table 3

NIH-PA Author Manuscript

Psychotropic medication prescribing practices in the total sample and in subsamples consisting predominantly
of children vs. adolescents

Treatment characteristics

Total no. of
studies with
a
data

Total sample
a
N=15

Predominantly
b
child studies
n=21 581

Predominantly
c
adolescent studies
N=636

p
d

value

Antipsychotics
1 antipsychotic

13

81.4±14.1

75.8±16.5 (4)

80.9±13.5 (7)

0.59

2 antipsychotics

10

11.6±11.5

4.5±1.6 (3)

16.4±13.1 (6)

0.17

8

0.01±0.01

0.01±0.02 (3)

0.0±0.0 (5)

0.22

15

9.6±7.2

5.9±4.5 (5)

12.0±7.9 (7)

0.15

FGA

7

14.5±17.2

3.6±2.9 (2)

18.9±19.0 (5)

0.33

SGA

11

77.9±27.4

70.0±40.7 (4)

82.4±18.9(7)

0.50

5

0.6±0.8

0.4 (1)

0.7±1.2 (3)

0.85

1

0.1

0.1 (1)

− (0)

NA

9

0.0±0.0

0.0±0.0 (3)

0.0±0.0 (5)

NA

3 or more antipsychotics
e

APP (≥2 antipsychotics)

Clozapine
Long-acting injectable
antipsychotics
APP (≥2 antipsychotics) pattern

NIH-PA Author Manuscript

FGA+FGA
SGA+SGA

9

30.2±45.5

0.0±0.0 (3)

37.6±51.7 (5)

0.27

FGA+SGA

9

70.9±44.1

100±0.0 (3)

62.4±51.7 (5)

0.27

11

38.1±18.3

47.8±22.0 (4)

32.6±14.7 (7)

0.20

Mood stabilizers

12

37.4±24.8

32.7±30.7 (5)

40.8±21.7 (7)

0.60

Stimulants

Co-medications
Antidepressants
f

11

31.5±26.0

51.9±25.0 (5)

14.6±9.1 (6)

0.0076

Anxiolytics/hypnotics

6

17.0±18.9

3.4±3.3(2)

23.8±20.2 4)

0.25

Anticholinergics

6

13.8±9.5

1.0 (1)

16.4±8.0 (5)

0.15

APP, Antipsychotic polypharmacy; FGA, first-generation antipsychotic; SGA, second-generation antipsychotic.
Values shown in bold indicate significant p values.
a

Not all studies contributed data to all categories and the total number of studies is larger than the sum of child and adolescent studies, as data for
mean age were not available in two studies.

b

Studies in which the mean participant age was <13.0 yr.

NIH-PA Author Manuscript

c

Studies in which the mean participant age was ≥13.0 yr.

d

t test.

e

The APP prevalence is not identical to the sum of patients taking 2 or ≥3 antipsychotics, as not all studies reporting on APP specified the exact
number of antipsychotics prescribed.
f

The terms ‘mood stabilizers’ consists of ‘mood stabilizers’ and ‘anticonvulsants’ plus ‘lithium’ as reported in the publications.
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Table 4

NIH-PA Author Manuscript

Correlates of antipsychotic polypharmacy
No. of
studies

Variables

r2

p
value

0.34

Demographics
Mean age

12

0.090

% White

10

0.022

0.68

% Male

13

0.038*

0.52

13

0.10

0.29

8

0.225

0.24

% Bipolar or schizophrenia
spectrum disorders

13

0.408

0.019

% Depressive disorders

8

0.070

0.53

% Anxiety disorders

7

0.328

0.18

% ADHD

8

0.175

0.30

% Pervasive developmental
disorders

7

0.116

0.45

% ODD/Conduct disorders

8

0.258

0.20

% FGA

7

0.001

0.94

% SGA

11

0.133

0.27

5

0.001

0.97

1

Diagnoses
% Psychotic disorders
% Bipolar spectrum
disorders

NIH-PA Author Manuscript

Treatment

% Clozapine
% Decanoate preparations
% Mood stabilizers
% Anxiolytics/hypnotics

NA

NA

12

0.014

0.72

6

0.869

0.0067

% Antidepressants

11

0.001

0.94

% Stimulants

11

0.002

0.89

% Anticholinergics

6

0.005

0.90

% SGA+SGA

9

0.746

0.0027

% FGA+SGA

9

0.738 *

0.0030

NIH-PA Author Manuscript

ADHD, Attention deficit-hyperactivity disorder; FGA, first-generation antipsychotic; ODD, oppositional defiant disorder; SGA, second-generation
antipsychotic.
Values shown in bold indicate significant p values.
*

Negative correlation.
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